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The natural product quercetin is a flavonoid found in many fruits and vegetables. Previous research has
shown that quercetin has antitumor, anti-inflammatory, antiallergic, and antiviral activities. In the present
investigation we studied the effect of quercetin on the ability of prostate cancer cell lines with various degrees
of aggressive potential to form colonies in vitro. Specifically, we examined the molecular mechanisms under-
lying this effect, including the expression of cell cycle and tumor suppressor genes as well as oncogenes. We
observed that quercetin at concentrations of 25 and 50 �M significantly inhibited the growth of the highly
aggressive PC-3 prostate cancer cell line and the moderately aggressive DU-145 prostate cancer cell line,
whereas it did not affect colony formation by the poorly aggressive LNCaP prostate cancer cell line or the
normal fibroblast cell line BG-9. Using the gene array methodology, we found that quercetin significantly
inhibited the expression of specific oncogenes and genes controlling G1, S, G2, and M phases of the cell cycle.
Moreover, quercetin reciprocally up-regulated the expression of several tumor suppressor genes. In conclusion,
our results demonstrate that the antitumor effects of quercetin directly correlate with the aggressive potential
of prostate cancer cells and that the mechanism(s) of quercetin-mediated antitumor effects may involve
up-regulation of tumor suppressor genes and reciprocal down-regulation of oncogenes and cell cycle genes. The
results of these studies provide a scientific basis for the potential use of flavonoids as nutraceuticals in the
chemoprevention of cancer.

The flavonoids comprise a large class of low-molecular-
weight, natural products of plant origin ubiquitously distrib-
uted in foods. These dietary antioxidants exert significant an-
titumor, antiallergic, and anti-inflammatory effects and have
been extensively reviewed (14, 25, 38). Although various fla-
vonoids, including quercetin, have been shown to have signif-
icant antitumor activities, the molecular mechanisms underly-
ing these effects are generally unknown. We hypothesize that
the antitumor effects of quercetin, as manifested by its ability
to selectively suppress colony formation by prostate cancer
cells in vitro, are mediated by its ability to regulate the expres-
sion of various genes controlling the cell cycle, tumor suppres-
sion, and oncogenesis. The present study was undertaken to
investigate the effect of quercetin on the colony-forming abil-
ities of three prostate cancer cell lines with different malignant
potentials. Our results show that quercetin selectively inhibited
the growth of the highly malignant PC-3 prostate cancer cell
line and the moderately malignant DU-145 prostate cancer cell
line but had no effect on poorly malignant LNCaP cells and
normal fibroblast control cultures.

MATERIALS AND METHODS

Cell culture. The human prostate cancer cell lines PC-3, DU-145, and LNCaP
were obtained from the American Type Culture Collection (Manassas, Va.).
DU-145 and PC-3 cells were isolated from metastases in brain and lumbar
vertebra, respectively (2, 8). DU-145 and PC-3 are androgen independent (11,

38). DU-145 cells are less invasive in in vitro assays and exhibit a relatively low
potential for metastasis in vivo compared to the metastatic potential of the more
malignant PC-3 cells. The LNCaP cell line was established from a metastatic
lesion of a human prostatic adenocarcinoma and is poorly aggressive (11). While
LNCaP cells are androgen responsive, their growth is not androgen dependent.
Cell cultures were maintained in RPMI 1640 medium supplemented with non-
essential amino acids, L-glutamine, a twofold vitamin solution (Life Technolo-
gies, Grand Island, N.Y.), sodium pyruvate, Earl’s balanced salt solution, 10%
fetal bovine serum, and penicillin and streptomycin (Flow Laboratories, Rock-
ville, Md.). Approximately 400 cells/60-mm plastic dish (Falcon; Becton Dickin-
son, Lincoln Park, N.J.) were cultured at 37°C in a humidified atmosphere of 5%
CO2 and 95% air. At the end of 24 h of incubation, quercetin (Sigma Co, St.
Louis, Mo.) was added at different concentrations (0 to 50 �M) and the cultures
were divided into two sets. After incubation for another 24 h, one set was used
for RNA extraction. The second set was harvested for colony formation after 8
days of culture. Colonies were fixed with methanol, treated with Giemsa stain,
and counted by using Gene Snap Automatic Colony Counter software (Syngene,
Frederick, Md.). Colonies were defined as consisting of �16 cells, as described
previously (17, 18, 28).

Gene arrays. Total RNA was isolated from quercetin-treated and untreated
control PC-3 cells by the TRIzol reagent-phenol chloroform procedure (Gibco
BRL, Rockville, Md.). To prepare cDNA, we used 4 �g of total RNA in a 10-�l
volume containing 50 mmol of Tris-HCl (pH 8.3) per liter, 75 mmol of KCl per
liter, 3 mmol of MgCl2 per liter, 0.5 mmol of a mixture of deoxynucleoside
triphosphates except dATP per liter, 5 mmol of dithiothreitol per liter, gene-
specific primer mix (Super Array Inc., Bethesda, Md.), and Maloney murine
leukemia virus reverse transcriptase (Promega, Madison, Wis.) in the presence of
35 �Ci of [�-32P]dCTP (3,000 Ci/mmol; Amersham, Piscataway, N.J.). After
incubation at 50°C for 25 min, the reaction was stopped by addition of 0.01 mol
of EDTA (pH 8.0) per liter. The radiolabeled cDNA thus obtained was used to
probe the gene array membranes, as follows. Gene expression was analyzed by
using GEArray kits (Super Array Inc., Bethesda, Md.). Two arrays, one for
quercetin-treated samples and the other for untreated control samples, were
processed simultaneously under identical conditions according to the instruc-
tions of the manufacturer to obtain gene expression patterns. The genes on the
membranes were hybridized with the cDNA probes (5 � 106 to 6 � 106 cpm/
membrane, equivalent to 4 �g of total RNA) described above, washed, and
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exposed to Kodak Biomac MS film overnight at �20°C. The resultant autora-
diograph was analyzed with Gene Tool software (version 2.11a; Syngene, Fred-
erick, Md.) and normalized by using the internal control �-actin. The values for
each gene are expressed as the percent change in optical density for quercetin-
treated cultures compared with the optical density for untreated control cultures
after normalization with the values for the corresponding housekeeping gene.

Real-time, quantitative reverse transcription-PCR. The relative abundance of
each mRNA species was assessed by the 5� fluorogenic nuclease assay to perform
real-time, quantitative PCR as described previously (23). The ABI Prism 5700
instrument (PE Applied Biosystems, Foster City, Calif.) detects and plots the
increase in fluorescence versus the PCR cycle number to produce a continuous
measure of PCR amplification. To provide a precise quantification of the initial
target in each PCR mixture, the amplification plot is examined at a point during
the early log phase of product accumulation. This is accomplished by assigning a
fluorescence threshold above the background fluorescence and determining the
time point at which each sample’s amplification plot reaches the threshold
(defined as the threshold cycle number [CT]). The relative expression of mRNA
species was calculated by the comparative CT method described previously (23).
All data were controlled for the quantity of RNA input by obtaining measure-
ments for an endogenous reference gene, that for �-actin. For each RNA sample
a difference in CT values (�CTs) was calculated for each mRNA species by taking
the mean CT for duplicate tubes and subtracting the mean CT for the duplicate
tubes for the reference RNA (�-actin) measured with an aliquot from the same
reverse transcription reaction mixture; that is, relative expression is equal to
2���C

T. This calculation assumes that all PCRs are working with 100% effi-
ciency.

RESULTS

Effect of quercetin on viabilities of prostate cancer cell lines.
To eliminate the possibility that quercetin may cause any non-
specific, toxic effects on prostate cancer cell lines, we deter-
mined the viabilities of PC-3 cells cultured with quercetin for 8
days. PC-3 cells treated with quercetin at concentrations rang-
ing from 1.6 to 50 �M showed viabilities comparable to the
89% viability of untreated control cultures, as determined by
the trypan blue dye exclusion assay. Similar viability assays
were also performed with other prostate cell lines, DU-145 and

LNCaP, and with the normal skin fibroblast cell line BG-9.
These results were consistent with the data obtained with PC-3
cells and demonstrated that quercetin is nontoxic at the con-
centrations used. The lack of toxicity of quercetin was con-
firmed by our gene array data, which demonstrated that quer-
cetin does not affect the constitutive expression of the �-actin
housekeeping gene. These data are consistent with those from
other studies, which demonstrated that similar quercetin con-
centrations are nontoxic to other cells in vitro (3, 15, 19).

Quercetin inhibits colony formation by prostate cancer cell
lines. The level of colony formation by untreated prostate
cancer cells was proportional to the aggressive potential of the
specific cell line. Highly aggressive PC-3 cells produced the
largest number of colonies, 190 	 14 (Fig. 1A). Moderately
aggressive DU-145 cells produced fewer colonies, 99 	 5 (Fig.
1B), and minimally aggressive LNCaP cells produced the
smallest number of colonies, 12 	 6 (Fig. 1C). Quercetin at
concentrations of 25 and 50 �M significantly inhibited the
colony-forming abilities of both highly aggressive PC-3 cells
(Fig. 1A) and moderately aggressive DU-145 cells (Fig. 1B)
compared to its level of inhibition of untreated control cul-
tures. Untreated PC-3 cells produced 190 	 14 colonies, and
the colony numbers were suppressed to 114 	 20 (P 
 0.001)
and 59 	 13 (P 
 0.0001) with 25 and 50 �M quercetin,
respectively. Untreated DU-145 cells produced 99 	 5 colo-
nies, and the colony numbers were suppressed to 64 	 11 (P 

0.001) and 7 	 2 (P 
 0.0001) with 25 and 50 �M quercetin,
respectively. Lower concentrations of quercetin (1.6 to 12.5
�M) did not have any significant effect on the colony-forming
abilities of any of the cell lines. Quercetin at every concentra-
tion used, including the highest concentrations of 25 and 50
�M, did not affect the colony-forming abilities of poorly ag-
gressive LNCaP cells (Fig. 1C) or BG-9 normal skin fibroblast

FIG. 1. Effect of quercetin on colony-forming abilities of prostate cancer cell lines with different aggressive potentials. (A) Highly aggressive
PC-3 cell line; (B) moderately aggressive DU-145 cell line; (C) minimally aggressive LNCaP cell line; (D) BG-9 normal skin fibroblasts. The data
represent means 	 standard errors of six experiments performed in sextuplicate. The statistical significance of the difference between control and
treated cultures was calculated by Student’s t test.
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control cells (Fig. 1D). The latter results demonstrate the se-
lective antitumor activity of quercetin on prostate cancer cells
with higher aggressive potential.

Quercetin inhibits expression of cell cycle genes by prostate
cancer cell lines. To test the hypothesis that quercetin-induced
inhibition of colony formation by prostate cell lines is mediated
by modulation of the expression of cell cycle genes, we treated
PC-3 cells with 25 �M quercetin and determined the expres-
sion of a variety of cell cycle genes by the gene array method-
ology. These experiments demonstrate that quercetin treat-
ment suppressed the expression of a wide range of genes
involved in the regulation of the cell cycle (Fig. 2, panel IB, and
Table 1). Quercetin inhibited the expression of several G1-
specific genes, including three human D-type cyclin genes
(CCND1, CCND2, and CCND3), two human E-specific cyclin
genes (CCNE1 and CCNE2), two cell division cycle-dependent
kinase genes (CDK2 and CDK4), and two transcription factor
genes (E2F2 and E2F3). Quercetin inhibited the following
S-phase-specific genes: those for cycle dependent kinase 8
(CDK8), cell division cycle 7 (CDC7L1), proliferating cell nu-

clear antigen (PCNA), and the G2-specific gene CCNF. The
M-phase-specific genes CDC2 and CDC16 were also signifi-
cantly inhibited by quercetin. Of note, CUL4B, a member of
the cullin gene family that is also known to be involved in
control of the cell cycle, was significantly up-regulated by quer-
cetin. The significance of this paradoxical finding is unknown.

Quercetin up-regulates the expression of tumor suppressor
genes by prostate cancer cell lines. Since quercetin showed
significant inhibition of colony formation by the PC-3 and
DU-145 cell lines and tumor suppressor genes are known to be
involved in inhibition of colony formation, we investigated the
effect of quercetin on the expression of several tumor suppres-
sor genes using gene arrays. Our results (Fig. 2, panel IIB, and
Table 1) show that the expression of nine different tumor

FIG. 2. Autoradiographs of cDNA gene array of regulatory genes
from untreated control (column A) and quercetin-treated (column B)
cells. (I) Cell cycle genes; (II) tumor suppressor genes; (III) onco-
genes. An arrow identifies the specific genes that are modulated, and
a plus sign (�) indicates the position of the �-actin housekeeping gene.
The arrow in the second row of panel IB indicates the positions of
CCND1, the arrows in the sixth row indicate the positions of CDK8 and
CDC16 (left and right, respectively), and the arrow in the seventh row
indicates the position of E2F2. The arrows in panel IIB indicate the
positions of the CREB-binding protein, and the arrows in panel IIIB
indicate the positions of v-akt murine thymoma viral oncogene ho-
molog 1. Data are from a representative experiment, and two other
experiments produced similar results.

TABLE 1. Genes from PC-3 cells that are significantly up- or
down-regulated after treatment with quercetin, as

analyzed by the gene array methodologya

Gene array Genes whose level is modulated
less than or more than 50%

% Increase
or decrease

in gene
expression

Cell cycleb CCND1 65
CCND2 CS
CCND3 CS
CCNF1 CS
CCNE2 CS
CDK2 CS
CDK4 CS
E2F2 CS
E2F3 CS
CDK8 50
CDC 7L1 CS
PCNA CS
CCNF CS
CDC2 CS
CDC16 CS
CUL4B NI

Tumor suppressorc CREB-binding protein 71
Phospatase and tensin homolog 72
MutS homolog 2 71
Cyclin-dependent kinase inhibitor 1A (p21,

CiP1)
57

CREB-binding protein (p300) 72
Von Hippel-Lindau syndrome 67
Breast Cancer 1, early onset 82
Tuberous sclerosis 1 52
Transforming growth factor �2 receptor 92
Adenomatosis polyposis coli NI
Transforming growth factor, beta receptor 11 NI
Tumor suppressor protein p53 NI
Retinoblastoma 1 NI
Cyclin-dependent kinase inhibitor 1C NI
Tuberous sclerosis 2 NI

Oncogeneb v-akt murine thymoma viral oncogene
homolog 1

61

v-erb-b2 avian erythroblastic leukemia viral
oncogene homolog 2

89

Breakpoint cluster region CS
v-myb avian myeloblastosis viral oncogene

homolog
CS

a Gene expression was normalized to the expression of the �-actin gene,
provided as a housekeeping gene in the array kit. The results are expressed as the
percent increase or decrease of gene expression in PC-3 cells treated with
quercetin compared to that in control PC-3 cells, after normalization. See Fig. 2.
CS, complete suppression; NI, newly induced.

b For this array, genes are listed in order of decreasing expression.
c For this array, genes are listed in order of increasing expression.
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suppressor genes in PC-3 cells was up-regulated by quercetin
by more than 50% (range, 52 to 92%) compared to the levels
of expression in untreated control cultures. These included the
genes for the human cyclic AMP response element binding
protein (CBP); phosphatase and tensin homolog (PTEN);
mutS homolog 2 (MSH2); cyclin-dependent kinase inhibitor
1A (p21, ciP1); CREB-binding protein (p300); Von Hippel-
Lindau syndrome (VHS); breast cancer 1, early onset (BRCA1);
neurofibromin 2 (NF2); tuberous sclerosis 1 (TSC-1); and
transforming growth factor � receptor 1 (TGF�R1, ALK-5)
genes. Furthermore, the six tumor suppressor genes adenoma-
tosis polyposis coli (APC), transforming growth factor � recep-
tor 11 (TGF�R2), tumor suppressor protein p53 (p53), retino-
blastoma 1 (Rb), cyclin-dependent kinase inhbitor 1C (p57Kip2),
and tuberous sclerosis 2 (TSC-2) were induced by quercetin,
whereas undetectable levels of these genes were expressed by
control, untreated PC-3 cells. These studies suggest that quer-
cetin can induce certain tumor suppressor genes as well as
up-regulate the expression of existing or endogenous tumor
suppressor genes in PC-3 cells.

Quercetin down-regulates expression of oncogenes by pros-
tate cancer cell lines. Oncogenes are involved in the regulation
of cell growth, and increased expression of these genes may
contribute to the development of cancer. Since quercetin up-

regulated a number of tumor suppressor genes in the gene
array analysis, we also examined the effect of quercetin on the
expression of several oncogenes. The data presented (Fig. 2,
panel IIIB, and Table 1) show that, compared to the levels of
expression in untreated control cultures, quercetin significantly
down-regulated (61 to 100%) the expression of the following
oncogenes: v-kt murine thymoma viral oncogene homolog 1
(akt-1), v-erb-b2 avian erythoblastic leukemia viral oncogene
homolog 2 (erb-2), breakpoint cluster region (bcr), and v-myb
avian myeloblastosis viral oncogene homolog (c-myc) (Fig. 2,
panel IIIA). It is known that oncogenes such as akt-1 promote
cancer cell survival through multiple mechanisms both in vitro
and in vivo (1, 22). Thus, our studies demonstrate that quer-
cetin down-regulates the expression of several oncogenes and
reciprocally up-regulates the expression of various tumor sup-
pressor genes in prostate cancer cells with increased metastatic
potential, thereby decreasing their survival abilities.

To confirm the results obtained by gene array analysis, we
performed quantitative, real-time PCR using PCR primers
specific for two randomly selected genes, the gene for p53 and
CDK2. Our results, presented in Fig. 3, show that PC-3 cells
treated with 25 �M quercetin showed reciprocal up-regulation
of the p53 tumor suppressor gene (178% up-regulation; P 

0.008) and reciprocal suppression of the CDK2 cell cycle gene

FIG. 3. (A) CDK2 and p53 gene expression levels, as quantitated by real-time quantitative PCR with SYBR Green master mix (Stratagene, La
Jolla, Calif.). The relative expression of the mRNA species was calculated by the comparative CT method, as described in Material and Methods.
(B) Specific gene amplicon plots in PC-3 control and quercetin-treated cells for �-actin, p53, and CDK2 genes. Rn, normalized fluorescence; TAI,
transcript accumulation index.
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(89% down-regulation; P 
 0.025) (Fig. 3) compared to the
levels of expression in untreated control cultures, thus confirm-
ing the results of gene array analysis presented in Table 1 and
Fig. 2.

DISCUSSION

Food-derived flavonoids, in particular, quercetin, can mod-
ulate a variety of immune functions. In addition to their im-
munologic effects, previous studies (37) showed that flavonoids
also act as enhancers of the effect of radiation. Fruits and
vegetables, particularly citrus fruits, apples, onions, parsley,
tea, and red wine, are the primary dietary sources of quercetin.
Olive oil, grapes, dark cherries, and dark berries, such as
blueberries, blackberries, and bilberries, are also high in fla-
vonoids, including quercetin (43). Mahmoud et al. (24) re-
ported that several plant-derived phenolics, including querce-
tin, prevented the formation of intestinal tumors in murine
models. Others have shown a biphasic inhibitory effect of quer-
cetin on the growth and proliferation of the human oral car-
cinoma cell line SCC-25 (3).

Propolis, a resinous, alternative medicine derived from pop-
lar trees and collected from bees, has been proposed to have
antimicrobial and anti-inflammatory activities. In a clinical
study, Suzuki and coworkers (33) showed that when crude,
water-soluble, propolis-containing quercetin was used together
with chemotherapeutic agents, quercetin increased the anti-
tumor effects of the agents and decreased the frequency of
postchemotherapeutic complications. Kaneuchi et al. (15) re-
ported that quercetin suppressed the proliferation of human
endometrial adenocarcinoma (Ishikawa) cells by down-regu-
lating the expression of epidermal growth factor receptor and
cyclin DI genes. Recent studies also showed that quercetin can
inhibit the proliferation of other cancers by interfering with
tubulin binding and subsequent microtubule assembly (9). The
cytocidal activities of flavonoids such as quercetin were ob-
served to correlate reciprocally with their lipophilicities (16).
In a phase I clinical trial, quercetin demonstrated significant
antitumor effects, and it was proposed that these effects were
mediated by inhibition of lymphocyte protein tyrosine phos-
phorylation (5). We recently reported that quercetin inhibited
epidermal growth factor receptor tyrosine kinase activity while
stimulating apoptosis in a pancreatic tumor model (19). Al-
though quercetin and other polyphenols have been shown to
inhibit carcinogenesis and tumor growth in various organs, this
is the first report of their antitumor potentials in cancer of the
prostate.

The cyclin D gene encodes a regulatory subunit of the CDK4
and CDK6 holoenzyme complex, which phosphorylates and
inactivates the tumor suppressor protein pRB as well as the
pRB-related proteins p107 and p130 (33). Phosphorylation of
pRB in middle to late G1 results in its inactivation and the
release of the E2F transcription factor and other transcription
factors that are sequestered by the unphosphorylated, active
form of pRB. Once liberated by pRB inactivation, E2Fs then
proceed to activate genes essential for progression into late G1

and S phases (12, 41). It is interesting that in the present study
the expression of all these genes was significantly inhibited by
quercetin. In addition to its inhibitory effect on cell cycle gene
expression, quercetin significantly down-regulated the expres-

sion of the antiapoptosis gene bcl-2 (data not presented). This
effect of quercetin on bcl-2 gene expression with the reciprocal
maintenance of the viability of tumor cells is inconsistent with
available reports of bcl-2 function. Previous studies suggest
that the bcl-2 family is composed of both proapoptotic and
antiapoptotic genes (44). Among the factors determining
whether apoptosis occurs are the balance between pro- and
antiapoptotic genes in the bcl-2 family of genes and the levels
of various cytokines and growth factors produced under the
given culture conditions (44). It is possible that under our
culture conditions quercetin did not affect the viability of the
culture yet down-regulated bcl-2 gene expression due to the
imbalance between pro- and antiapoptotic gene expression or
due to the influence of cytokines and/or growth factors that are
known to be induced by quercetin. Furthermore, quercetin
significantly suppressed the colony-forming abilities of prostate
cancer cells in vitro. This inhibition is associated with down-
regulation of the expression of several cell cycle genes and
oncogenes and reciprocal up-regulation of tumor suppressor
genes. The quercetin-induced modulation of gene expression
was not due to toxic effects, as cells treated with quercetin
demonstrated viabilities comparable to those of control cells.
While quercetin did not affect the expression of housekeeping
genes, it selectively up-regulated the expression of tumor sup-
pressor genes. The concentrations of quercetin used in the
present investigation are consistent with the concentrations
used by other investigators in vitro (3, 15, 19).

As predicted, we found that colony formation by untreated
prostate cancer cells was proportional to the aggressive poten-
tial of each cell line. We also noted a similar correlation of the
effects of quercetin on colony formation with the aggressive
potential of the cell lines used. While quercetin significantly
inhibited the colony-forming abilities of moderately (DU-145)
and highly (PC-3) aggressive cells, quercetin did not have any
effect on poorly aggressive LNCaP cells. Previous studies sug-
gest that metastasis is dependent, in part, on the expression of
pro- and antiangiogenic factors (6, 7, 10, 21; R. Aalinkeel,
M. P. N. Nair, G. S. Sufrin, S. D. Mahajan, K. C. Chadha, and
S. A. Schwartz, submitted for publication). Recently, we found
that angiogenic regulatory factors are also differentially ex-
pressed by and correlate with the metastatic potential of dif-
ferent prostate cancer cell lines (Aalinkeel et al., submitted).
We are examining whether quercetin has any effect on angio-
genesis by prostate cancer cells.

In vivo evidence indicates that the malignant state emerges
from complex interactions in the tumor-host microenviron-
ment affecting the induction, selection, and expression of neo-
plastic cells (20, 27). Malignant cells proliferate indefinitely
and are therefore considered immortal (31, 40). Normal cells
must circumvent at least two proliferative barriers, designated
mortality stage 1 (M1) and mortality stage 2 (M2), to become
immortal. The M1 blockade is regulated by several tumor sup-
pressor genes (31, 32). In this investigation quercetin induced
the expression of several tumor suppressor genes. Previous
studies demonstrated that negative control mechanisms, me-
diated by various tumor suppressor genes that normally act to
constrain tumor cell proliferation and colony formation, play a
major role in suppression of carcinogenesis. The tumor sup-
pressor gene phosphate and tensin homolog (PTEN), later
identified as phospholipid phosphatase, suppresses tumor
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growth by inhibiting the phosphatidylinositol 3-kinase–Akt sig-
naling pathway and causes G1 cell cycle arrest and cell death
(36, 42). The transcriptional activators p300 and CREB-bind-
ing protein have properties of tumor suppressor proteins and
can enhance the activity of the p53 tumor suppressor protein
(30). It has previously been demonstrated that the tuberous
sclerosis complex (TSC) gene also functions as a tumor sup-
pressor gene and that expression of the TSC-1 and TSC-2
genes can be up-regulated by quercetin (13). While quercetin
significantly up-regulated the expression of several tumor sup-
pressor genes that were constitutively expressed at low levels, it
is noteworthy that several previously unexpressed tumor sup-
pressor genes were induced by quercetin. These studies suggest
that the colony-inhibiting activity of quercetin may be due in
part to its ability to induce or enhance the expression of a
number of tumor suppressor genes. Although we could not
confirm the modulation of all the genes studied using gene
arrays by quantitative, real-time PCR, we randomly selected
two genes, the gene for p53 and CDK-2, for quantitative PCR,
and the gene array results correlated with those of the quan-
titative PCR.

Increased expression of oncogenes, which also regulate cell
growth and induce oncogenesis, has been described for many
different malignancies (for reviews, see references 4 and 29). In
this investigation we observed an interesting, reciprocal rela-
tionship between the effects of quercetin on the expression of
oncogenes and tumor suppressor genes. Thus, while quercetin
significantly down-regulated oncogene expression, it concomi-
tantly up-regulated the expression of various tumor suppressor
genes. We studied a total of 136 genes, and the results for only
35 genes that were up-regulated by quercetin at levels of �50%
are included in Table 1 and Fig. 1. However, RNA measure-
ments do not necessarily reflect specific protein synthesis.
Studies of the corresponding protein expression by all of these
genes were beyond the scope of this investigation. Such studies
may be the subject of further investigation.

Although quercetin, in general, has been reported to be
anti-inflammatory (34), previous studies (26, 39) have shown
that quercetin exerts significant modulatory effects on gene
expression as well as protein synthesis of both pro- and anti-
inflammatory molecules. A previous study (26) showed that
quercetin up-regulated the Th-1-derived proinflammatory cy-
tokine gamma interferon, while it reciprocally inhibited the
Th-2-derived anti-inflammatory cytokine interleukin-4. Since
inflammatory molecules are known to play a significant role in
the migration and activation of immunocompetent cells to the
tumor site to mediate antitumor effects, it is possible that
suppression of anti-inflammatory molecules may lead to recip-
rocal up-regulation of proinflammatory gamma interferon,
which is known to mediate antitumor effects. Therefore, the
effect of quercetin on inhibition of the colony-forming abilities
of prostate cancer cell lines, as reported in the present inves-
tigation, may be mediated in part by an interplay between pro-
and anti-inflammatory molecules.

In summary, we found that the dietary bioflavonoid querce-
tin, present in many foods of plant origin, manifested signifi-
cant, selective inhibition of the growth of prostate cancer cells
in vitro. These effects were greatest on cells with the highest
aggressive potentials. We also showed that the anticancer ef-
fects of quercetin are mediated by inhibition of the expression

of various cell cycle genes and oncogenes and enhancement
of the expression of several tumor suppressor genes. Our re-
sults correlate with those of nutritional studies that support
the roles of dietary bioflavonoids as cancer chemopreventive
agents.
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